ABSTRACT Aims/Introduction: To estimate the prevalence of meeting American Diabetes Association clinical practice recommendations for hemoglobin A1c (HbA1c), blood pressure (BP) and low-density lipoprotein cholesterol (LDLC) among Iranian type 2 diabetes clinic attendees, and to identify the factors associated with therapeutic target achievement. Materials and Methods: A total of 2,640 patients with type 2 diabetes (944 men and 1,696 women) from Isfahan Endocrine and Metabolism Research Center outpatient clinics, Iran, were examined. The main outcome measures were HbA1c, BP and LDLC, in accordance with the American Diabetes Association recommendations. The mean (standard deviation) age of participants was 49.6 years (9.3 years) with a mean (standard deviation) duration of diabetes of 5.0 years (4.9 years) at initial registration. Results: The percentages of patients who had HbA1c <7%, BP <140/90 mmHg and LDLC <100 mg/dL was 37.4% (95% confidence interval [CI] 35.6-39.3), 35.3% (95% CI 33.5-37.3) and 48.9% (95% CI 47.0-50.8), respectively. The proportion of patients meeting all three goals was 7.7% (95% CI 6.7-8.8). Lower BP, cholesterol level and higher education at registration, and higher follow up but lower number of follow-up visits affected achievement of all three goals. Conclusions: The present study highlights that a substantial proportion of Iranian type 2 diabetes clinic attendees did not meet the American Diabetes Association clinical practice recommendations, and shows the difficult challenges physicians face when treating patients with type 2 diabetes.
INTRODUCTION
The goal of management of type 2 diabetes is improving the efficiency of diabetes care, and to maintain blood glucose, blood pressure (BP) and cholesterol levels in the near-normal range to prevent vascular complications associated with type 2 diabetes, improving their chances of survival as well as their quality of life. It is well established that improved BP, lipid and glycemic control lead to a decrease in development and progression of vascular complications [1] [2] [3] [4] . Therefore, the American Diabetes Association (ADA) recommends that patients with type 2 diabetes achieve a hemoglobin A1c (HbA1c) <7%, BP <140/ 90 mmHg and low-density lipoprotein cholesterol (LDLC) <100 mg/dL 5 . Despite these clinical practice recommendations, and the availability of evidence-based guidelines and vast knowledge about the complications of diabetes, clinical goals for diabetes outcomes are not being achieved in routine care as a result of insufficient treatment, continuously progressing characteristic of diabetes, changing life styles, various causes of diabetes and so on 2, 3, [5] [6] [7] . Although abundant studies have examined the ADA recommendations for clinical practice for HbA1c, BP and LDLC in cross-sectional reports, mostly in developed countries, just a few studies have reported the results of a longitudinal analysis on the proportion of patients achieving all three goals in clinical practice settings, and none of them were undertaken in Middle Eastern countries and in Iranian patients with type 2 diabetes receiving routine care.
There is also limited information about which patient characteristics are associated with poorer control of BP, lipid and glycemia. Information on predictors of poor control of these risk factors can lead to identification of patients who might have more difficulty controlling their diabetes.
The primary objectives of the present study, therefore, were to estimate the proportion of patients with type 2 diabetes meeting HbA1c, BP and LDLC goals in accordance with the ADA recommendations, and to identify the factors associated with therapeutic target achievement using routinely collected data from a clinical information system for diabetes at Isfahan Endocrine and Metabolism Research Center, Iran. Our hypothesis was that in adult patients with type 2 diabetes, HbA1c, BP and LDLC are not sufficiently controlled. The present study could also serve as a platform for future comparison with other studies and with the results obtained in other parts of Iran.
PATIENTS AND METHODS

Data Source
The present study was a prospective registry analysis that used data from the clinical information system at Isfahan Endocrine and Metabolism Research Center, Iran, an ongoing data collection initiative in central Iran to collect, analyze and disseminate data in a standardized manner. The recruitment methods and examination procedures of the Isfahan Endocrine and Metabolism Research Center outpatient clinics have been described before 8 . Briefly, clinical data were collected for all consecutive patients at the first attendance and at review consultations (usually annually) using standard encounter forms. These included an examination of ocular fundus, lens, limbs and BP, and construction of a problem list by the clinician, including measurement of height, weight, fasting plasma glucose (FPG), HbA1c, urine protein, triglyceride, cholesterol, LDLC, high-density lipoprotein cholesterol and serum creatinine, and reporting of smoking as part of a completed questionnaire on demography, family history and smoking by the patient.
All patients were referred for the diabetes education program after the start of the therapy by qualified nutritionists. The diabetes education classes included six 2-h classes emphasizing the importance of carbohydrate counting, exercise, oral and injectable medications, and microvascular and macrovascular complications of diabetes. The mechanisms of actions of diabetes medications along with proper dosing and use were reviewed, the definition and proper treatment for hypoglycemia were explained, and the importance of exercise and proper foot care were described. A computerized patient registry provided data on patient characteristics, medications and laboratory values.
Patients
Between 1992 and 2013, a total of 15,347 patients with gestational diabetes, and type 1 and type 2 diabetes were registered in the system. Type 1 diabetes and women with diabetes diagnosed only during pregnancy were excluded. In order to be included in the analyses, a patient had to have ≥2 HbA1c, BP and LDLC measurements. However, the present study used data for just 2,640 (944 (35.8%) men and 1,696 (64.2%) women) patients with type 2 diabetes for whom complete data were available.
Predictors of controlled BP, lipid and HbA1c (measured by ion-exchange chromatography) were assessed using the following data from the patient's registration consultation: sex, age at diagnosis, age, educational level, time since diagnosis of diabetes, body mass index (BMI; weight/height 2 [kg/m 2 ]), smoking status (never, current), FPG, serum creatinine, triglyceride, cholesterol, high-density lipoprotein cholesterol (measured using standardized procedures), LDLC (calculated by the Friedwald equation 14 ) and BP (systolic and diastolic) at initial registration, and the number of follow-up visits and follow-up duration.
Height (assessed at baseline only) and weight were measured with participants in light clothes and without shoes using standard apparatus. Weight was measured to the nearest 0.1 kg on a calibrated beam scale. Height was measured to the nearest 0.5 cm with a measuring tape. A physician measured the systolic and diastolic BPs of seated participants after they had been seated for 10 min by using a mercury column sphygmomanometer and standard techniques.
The study was carried out in accordance with the guidelines proposed in the World Medical Association Declaration of Helsinki of 1975, as revised in 2008 9 , and was approved by the institutional review board of Isfahan University of Medical Sciences, Iran. Informed consent was obtained from all patients included in the study.
Definitions
HbA1c level of <7% (<53 mmol/mol), BP <140/90 mmHg and LDLC <100 mg/dL was used to show optimal glycemic, BP and LDLC control; this benchmark was established by the recent ADA as the clinical practice recommended target 5 
.
Smoking was estimated from self-report, and categorized in current and non-smokers.
The physician defined diabetes as FPG ≥200 mg/dL or pharmacological treatment. If FPG was ≥126 mg/dL and <200 mg/ dL, a second FPG was measured on another day. If the second FPG was also ≥126 mg/dL, participants were considered as persons with type 2 diabetes. Those with FPG <126 mg/dL underwent a standard oral glucose tolerance test (75-g glucose 2 h), and if FPG was ≥126 and/or 2-h plasma glucose was ≥200 mg/ dL, patients were considered to have type 2 diabetes 10 . . All statistical tests were two-sided, and P < 0.05 was considered statistically significant. The characteristics of patients at initial registration and last clinic visit are presented in Table 1 . Patients at the last clinic visit had higher weight, BMI and creatinine, and had lower FPG, HbA1c, triglyceride, cholesterol, LDLC and systolic BP than at initial registration (P < 0.001). The frequency of insulin use was higher at the last clinic visit, whereas the frequency of hypoglycemic medication and diet was lower at the last visit. A total of 44.9% of all patients were using hypoglycemic medication, and 45.8% were treated with insulin (including 32.0% who used both insulin and oral agents) by the last visit. A total of 19.2% of the patients had systolic BP ≥140 mmHg, 58% had diastolic BP ≥90 mmHg and half of the patients (50.5%) had LDLC ≥100 mg/dL. A total of 62.6% of patients had HbA1c ≥7%, and 14.0% of participants had HbA1c levels that were higher than 9.5% at the last clinic visit. The mean (standard deviation) of HbA1c was 7.7% (1.8), and FPG was 155.3 mg/ dL (56.8 mg/dL) by the last clinic visit. The proportion of patients meeting individual (except BP) and all three goals increased significantly at the last clinic visit. The proportion of patients with normal weight (BMI <25 kg/m 2 ) decreased during the study period.
Statistical Analysis
RESULTS
Characteristics
Prevalence of Achieved Individual and Triple Goals
Of the 2,640 patients with type 2 diabetes, 988 had HbA1c <7% (37.4%; 95% CI 35.6-39.3), 932 had BP <140/90 mmHg (35.3%; 95% CI 33.5-37.1) and 1,201 had LDLC <100 mg/dL (45.5; 95% CI 43.6-47.4) at the last clinic visit ( Table 1) .
The proportion of attainment of all three therapeutic target achievements was 7.7% (n = 204; 95% CI 6.7-8.8). The proportion of attainment of two goals was 44.0% (n = 1,161; 95% CI 42.1-45.9), one goal 78.2% (n = 2,065; 95% CI 76.6-79.8) and 21.8% (n = 575; 95% CI 20.2-23.4) did not meet any of the three goals.
Factors Associated With Individual and Triple Target Achievement
To determine the influence of potential factors on meeting each goal, univariate analysis was first carried out ( Table 2 ). An ageadjusted analysis showed that those with HbA1c ≥7% were younger at diabetes diagnosis, and had a higher duration of diabetes, FPG, HbA1c, cholesterol and LDLC, were taking an oral agent or insulin treatment, and had lower education at initial registration. Those with BP ≥140/90 mmHg were older and older at diabetes diagnosis, women, and had a higher BMI, BP, HbA1c, triglycerides, cholesterol and LDLC, but a lower level of education at initial registration. Those with LDLC ≥100 mg/ dL were women, and had a higher HbA1c, cholesterol and LDLC, but lower high-density lipoprotein cholesterol at initial registration. Table 3 shows the group means (standard error) and proportions for those patients with type 2 diabetes who attained all of the three goals and attained some goals. Those who attained all of the three goals were more likely to be men, and had lower systolic and diastolic BP, FPG, HbA1c, cholesterol, triglyceride, and LDLC, and had a higher educational level at initial registration. Those who attained all of the three goals had a higher proportion of oral agent use, but a lower portion of insulin use at the last clinic visit.
The prevalence of attaining some goals was also analyzed with a multivariate model. Multiple logistic regression showed that high school education (odds ratio [OR] 1.69, 95% CI 1.09-2.69), higher systolic BP (OR 1.01, 95% CI 1.002-1.023) and cholesterol (OR 1.006, 95% CI 1.002-1.009) at initial registration, and higher follow-up duration (OR 1.07, 95% CI 1.01-1.12) significantly increased and number of follow-up visits (OR 0.98, 95% CI 0.97-0.99) significantly decreased the risk of not attaining all of the three goals compared with those attaining all of the three goals (Table 4) . No other variables were significant.
The strength and statistical significance of the relationship of baseline characteristics to HbA1c ≥7%, BP ≥140/90 mmHg and LDLC ≥100 mg/dL were also tested by multiple logistic regressions. The findings of this analysis showed that younger age at diagnosis of diabetes, higher FPG at initial registration and higher follow-up duration significantly increased, and treatment with insulin, insulin and oral agent, and the number of followup visits significantly decreased the risk of having HbA1c values ≥7% compared with HbA1c <7%. Those with BP ≥140/ 90 mmHg were older and older at diabetes diagnosis, and had a higher BMI and BP at initial registration. Those with LDLC ≥100 mg/dL were younger and had higher cholesterol, but a lower number of follow-up visits (Table 4) .
DISCUSSION
Control of BP, lipid and glycemia are essential components for the prevention of type 2 diabetes complications. These findings suggest that just 7.7% of patients with type 2 diabetes met all three therapeutic target achievements. The average HbA1c level in our type 2 diabetes patients was 7.7% at the last clinic visit. This is similar to HbA1c in the UK (7.8%), the USA (7.7%) 12 and Eastern Europe (7.7%) 13 . The estimate of HbA1c control, defined as HbA1c <7%, was 37.4%. This compares unfavorably with the USA, with 52.5% of patients maintaining a HbA1c level below 7.0%, which is almost 15% higher than the present results
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; Korea with 45.6%, which is almost 8% higher than the present results
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; or rural Spain, with 44.3% 16 . In the Insulin Resistance and Atherosclerosis Study, which had somewhat different definitions of control; 41% of diabetic participants had HbA1c <7%
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. A study from Taiwan reported that 34.5% of patients showed a HbA1c level below 7% 18 . Another study from Eastern Europe reported that 35.8% of patients maintained a HbA1c level below 7.0%, which is slightly lower than the present study 13 . Achieving good glycemic control seems to be an extremely difficult target in both developed and developing countries. Our data from a large clinical information system at Isfahan Endocrine and Metabolism Research Center, Iran, also showed that just 35.3% reached the BP goal and 45.5% reached the LDLC goal. In the Insulin Resistance and Atherosclerosis Study, 32% of patients with type 2 diabetes had BP <130/85 mmHg, and 35% had a LDLC <130 mg/dL 17 . In Eastern Europe, approximately 20% of patients with type 2 diabetes met the target values for BP, cholesterol and LDLC 13 . The national Diabetes Registry in Denmark showed 13% of type 2 diabetes patients met a target BP of 130/ 80 mmHg and 28% for cholesterol 19 ; and in a French nationwide type 2 diabetes survey, 29% of patients met the slightly higher target BP of <140/80 mmHg 20 . There are significant differences in studies of therapeutic target achievement that have been reported so far. However, studies carried out in Europe, North America and Asia showed that patients with type 2 diabetes are not adequately treated, and most patients do not meet all three goals 13, 14, 18, [21] [22] [23] [24] [25] [26] [27] [28] [29] [30] [31] [32] [33] [34] [35] [36] . In the present study, 7.7% of type 2 diabetes clinic attendees met all three goals, which is higher than 5.2-7.3% reported in the USA during 1988-2000 21, 22 , 5.4% reported by an international survey from seven Asian countries 27 and similar to 8.0% reported in the Polish patients with type 2 diabetes of more than 10 years' duration 28 . The differences in lifestyles; socioeconomic status; medical treatment system; the need for a team approach including doctors, nurses, nutritionists and physical therapists; and research methods could be the reason for the lower goal achievement in the present study.
As expected, most of the patients in the present study were overweight or obese, and through the follow-up period, we observed a statistically significant increase in weight among these patients. We found that BMI was not predictive of poor glycemic, lipid control and all three risk factors. Obesity was not related to poor glycemic and lipid control, probably because among patients with type 2 diabetes, there are patients with good glycemic and lipid control who have gained weight and there are patients with poor glycemic and lipid control who have lost weight because of the disease process. We found that BMI was predictive of poor BP control.
Younger age at diabetes diagnosis was associated with poorer glycemic and BP control, because their duration of diabetes was greater than those diagnosed at older ages. Type 2 diabetes often has an insidious onset, making it difficult for studies to assess how HbA1c, BP and lipid changes with respect to duration of diabetes. The present analysis also showed that treatment with an oral agent and insulin at baseline was associated with better glycemic control. This is expected, because patients with more severe hyperglycemia are more likely to have been prescribed an oral agent and/or insulin compared with patients with milder hyperglycemia.
We found that HbA1c, lipid control and attaining all goals increased with the number of follow-up visits. These patients were more likely to consult a physician on a regular basis and, therefore, were more likely to be offered appropriate treatment.
The present findings are consistent with previously published findings that education was associated with better glycemic, BP and lipid control 37 . There are several potential reasons why improvements in glycemic, BP and lipid control might have been concentrated among more educated populations. More educated patients might have better access than lesser educated individuals to the type of integrated, comprehensive medical care that individual with diabetes need in order to successfully manage their illness. Patients with dia- . These real-life data reflect actual treatment pattern in patients with type 2 diabetes at our center, and allow for observation of patients over time. Several limitations of the present study should be considered when interpreting the results. Because of the single center and non-random selection of patients, we cannot exclude the possibility of selection bias in the registry, and the results might not apply to area/country groups. Although we have not carried out any special studies of the validity or reliability of data for this analysis, previous studies show that these patients are a representative sample of known diabetic patients of Isfahan 39 . Our experience with other parts of the dataset gives us some confidence that the data quality is sufficient for this type of study, and that the present results provide useful additional evidence on the current status of glucose, BP and lipid management. The study was clinic-based, rather than population-based, and so might not contain a clinical spectrum representative of diabetic patients in the community. We used clinical characteristics of patients only at the baseline and at last follow-up visits. We could not rule out the possibility of residual confounding because of unmeasured or inaccurately measured covariates. The present study was limited by possible selection bias by restricting the study to patients who were alive during the whole study period. The possibility exists that the people with diabetes who had the most severe disease or who were in the least good control died before the end of the study and were not included in the sample. This could result in overly optimistic estimates of glycemic, BP and LDLC control. Furthermore, the actual duration of diabetes is difficult to determine. Because many patients with type 2 diabetes have chronic diabetic complications at the time of diagnosis, many patients likely experience a long asymptomatic period of hyperglycemia. This measurement error could affect the analysis of the duration of diabetes. This is the first report of diabetes outcomes measures in routine care in a Middle Eastern country and provides new data from Iran, which has been underrepresented in past studies.
In conclusion, the present study highlights the difficult challenges physicians face when treating patients with type 2 diabetes, such as the suboptimal control of glycemia, BP and LDLC. 
